Sir,

A 32-year-old male presented with right-sided facial droop (lower-half) and dysarthria. He reported onset of speech changes approximately 1 week prior to presentation. On the day of presentation he noticed the right-sided facial droop. He reported rhinorrhea and mild cough 1 week prior to the onset of dysarthria as well. On a detailed review of his dietary and medication history the patient reported taking an herbal medication called Hyland Restful Legs^®^ for restless leg syndrome for the last 6 weeks.

Magnetic resonance imaging (MRI) brain with contrast showed three open ring-enhancing lesions, one within the right parietal lobe and two located within the left frontoparietal lobe \[Figure [1a](#F1){ref-type="fig"} and [b](#F1){ref-type="fig"}\]. On T2-weighted images a hypointense rim surrounding the large right parietal lesion was also seen \[[Figure 1c](#F1){ref-type="fig"}\]. MRI spine was unremarkable. Magnetic resonance (MR) spectroscopy with voxels over the left frontoparietal lobe lesion showed minimally decreased 1-naphthaleneacetic acid (NAA) levels and minimally increased choline without any significant decrease in the NAA/choline ratio. This combination of decreased NAA and increased choline was considered to be consistent with the acute phase of a demyelination. Cerebrospinal fluid (CSF) protein, total nucleated cells, oligoclonal bands, IgG synthesis rate, IgG index, and CSF flowcytometry were unremarkable. Based on the clinical presentation and the appearance of the lesions on MRI diagnosis of Tumefactive demyelinating lesions (TDLs) was made. The patient was initiated on 1 g methylprednisolone daily for 5 days. MRI brain brain obtained following completion of high dose corticosteroids showed minimal enlargement of ring enhancing lesion \[[Figure 1d](#F1){ref-type="fig"}\]. Patient received five sessions of plasmapheresis with complete resolution of clinical symptoms. A causal relationship between treatment with herbal supplement and TDL is possible, as there is a close temporal relationship between its oral administration and onset of neurological symptoms. Other investigators previously reported the occurrence of acute disseminated encephalomyelitis (ADEM) following the administration of plant extracts (echinacea angustifolia D2, aconitum D4, lachesis D8).\[[@ref1][@ref2]\]

![Serial brain MRI scans of the patient. First MRI of brain on presentation showed gadolinium-enhancing lesions (a and b) and a T2 hyperintense lesions with perilesional hypontense rim (c). Second MRI of brain obtained prior to initiation of plasmapheresis showed minimal enlargement of the contrast-enhancing lesion (d)](JPGM-62-136-g001){#F1}

The supplement, Hyland Restful Legs^®^, used by the patient in this study has many active ingredients including arsenicum album, lycopodium, pulsatilla, rhus toxicodendron, and zincum metallicum.\[[@ref3]\] As per the manufacturer, this medication has no major adverse effects or drug interactions, although it is opaque as to what data or assessments these statements are based on. Clearly, some of the ingredients in this herbal supplement have been associated with immune regulation. Sun *et al*. compared saponins from root extract of *Pulsatilla chinesis* with Quil A spanonins for potential adjuvant activity in mice immunized with Ovalbumin (OVA).\[[@ref4]\] These investigators identified increased OVA-specific antibody levels (IgG, IgG1, IgG2a), OVA induced splenocyte proliferation, serum TNF-α, and IL-2 levels in the Pulsatilla saponins treated group. These findings suggest that Pulsatilla extract may promote *T* helper type-1 (Th1) cell response against certain antigens.

Additionally, glycoprotein isolated from this plant (RVS glycoprotein) has been shown to have inhibitory activity of *T*-helper type 2 (Th2) cytokines (IL-4 and -10) in bisphenol A-stimulated primary cultured mouse lymphocytes. Suppression of Th2 cytokines, especially IL-10, may promote a proinflammatory cytokine profile. Therefore, pulsatilla and rhus toxicodendron have the potential to precipitate immune-mediated response, especially following a probable viral infection as in our patient. It is possible that the proinflammatory response to probable viral prodrome was potentiated by the ingredients of the herbal supplement leading to development demyelinating pathology. Based on Naranjo algorithm, there is a possible causal relationship between Hyland Restful Legs^®^ and TDL.\[[@ref5]\]

Due to the widespread use of herbal supplement, a thorough evaluation of their safety and efficacy is required. Physicians should consider that the immune regulatory properties of some of the herbal supplements may play a potential role in the pathogenesis of TDL, multiple sclerosis (MS), and related disorders. The investigation of these agents may help us understand the etiopathogenesis of immune mediated demyelinating conditions, including ADEM or MS.
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